Background: Compounds based on trans-1,2-diphenylethene are the subject of intense interest both for their optical properties and as potential leads for drug discovery, as a consequence of their anticancer, anti-inflammatory and antioxidant properties. Perhaps the best known of these is trans-3,5,4′-trihydroxystilbene (resveratrol), that has been identified as a promising lead in the search for anti-ageing therapeutics. Results: We report here a new, convenient, one-pot stereo-selective synthesis of resveratrol and other trans-stilbene derivatives. A wide range of known and novel "Resveralogues" were synthesised by using this simple protocol, including examples with electron donating and electron withdrawing substituents, in uniformly high yield. The structures of all compounds were confirmed by standard methods including
Background trans-1,2-Diphenylethene is the basic structural unit in a wide variety of naturally-occurring molecules. These, and synthetic analogues, have been deployed in photochemical dyes and fluorescent whitening agents [1] , polymeric materials [2, 3] , and are the subject of intense interest as potential leads for drug discovery as a consequence of their anticancer [4, 5] anti-inflammatory [6] and antioxidant properties [7] . Perhaps the best known of these is trans-3,5,4′-trihydroxystilbene (resveratrol), which has shown potential clinical value as a dietary restriction mimetic. Such mimetics are thought to slow the rate of deleterious processes associated with ageing and thus have the potential to prevent, or even remediate, multiple age-associated degenerative pathologies, including cognitive impairment, arthritis, cardiovascular disease and immune dysfunction [8, 9] . trans-Stilbenes thus represent attractive scaffolds for future compound development. However, resveratrol itself has been shown to have a range of activities, some of which may actually be detrimental to health. Equally, resveratrol is very limited in its bioavailability and, taken together, these issues leave uncertainties about its likely in vivo modes of action and consequent clinical utility. There is therefore a need for simple and versatile syntheses of a wide variety of structural analogues of resveratrol, or resveralogues, in order to facilitate detailed investigation of stilbenoid structure-activity relationships, and to allow development of potential therapeutic compounds with improved bioavailability.
trans-Stilbene derivatives are generally synthesised utilising Wittig or Horner-Wadsworth-Emmons (HWE) reactions and through catalytic methods such as Heck, Suzuki and Negishi coupling reactions or through the use of organozinc reagents [10] . Many of the examples in the literature suffer from incomplete conversion and low yields, or poor stereoselectivity. Of the existing methods, three have been previously modified to onepot syntheses. These utilised the oxidative Wittig-Heck reaction [11, 12] two sequential Heck-type reactions of aryl bromide [13] and organozinc reagents [10] . Although some of these protocols provide good yields, they tend to require costly organometallic catalysts, inert reaction conditions, large excesses of reagents [13] , long reaction times (>40 h in some instances) and/or complex solvent mixtures. We present here the first example of a robust, one-pot, readily scalable synthesis of diverse trans-stilbene derivatives and resveralogues.
Results and discussion
We have developed a simple and convenient one-pot method using sequential Michaelis-Arbuzov rearrangement and HWE chemistry. The overall reaction scheme is shown below (Scheme 1).
Our synthetic protocol reduces both reaction time and reagent usage, by removing the need for isolation and purification both at the intermediate step and in the final product. A wide variety of analogues can conveniently be prepared from existing readily available benzyl bromides and benzaldehyde derivatives. We here describe the preparations of a range (1-16 below) of examples of resveralogues including several novel compounds (2, 4, 6, 8, 15 and 16) , in good yield and purity, with minimal waste and manipulative steps.
Our method is facile, versatile and cost effective. We have applied this protocol to the synthesis of a range of differently substituted derivatives and in each case the required trans-stilbene was produced in good yield either without purification or through simple recrystallisation. The compounds were characterised by 1 H NMR, 13 C NMR, IR, high resolution mass spectroscopy and melting point, and where possible confirmed by comparison to literature values. The characteristic pattern of trans-coupling constant (J) value (more than 15 MHz) was observed in the 1 H NMR spectra of all compounds synthesised, and indicated >95 % trans selectivity, in that signals from the alternate isomer were not observed.
Experimental
We selected the Michaelis-Arbuzov rearrangement as the most versatile method available for preparation of phosphonate esters [14, 15] . In this step, we reacted the starting substituted benzyl bromides with a single molar equivalent of triethylphosphite in the absence of solvent with heating to 150°C. This abrogates the need for the large excesses of triethylphosphite utilised in earlier reports and also avoids potential by-product formed as a consequence of the reaction of ethyl bromide with the excess triethylphosphite. It is usual, at this stage, to isolate and then purify the diethylphosphonate intermediate via column chromatography or distillation [16] . In our protocol, however, we continue directly to the HWE reaction, giving the desired stilbenes in high yield and purity. In most cases the conversion to trans-stilbene is complete after 12 h of heating to reflux, and the product can be crystallised directly from the reaction mixture by simple addition of ice and a small quantity of methanol. Where necessary, further purification can be achieved by recrystallisation from ethanol. The choice of base for the HWE reaction is important to the success of this one pot synthesis. Our initial efforts focused on the reaction of 2-and 4-substituted phosphonates to give the relevant stilbenes and these proceed readily to completion with the use of 1.2 equivalents of potassium t-butoxide as base. However, when deactivating meta and/or electron donating substituents are present potassium t-butoxide is unsuccessful and a stronger base must be used. We found that 1.1 equivalents of sodium methoxide was sufficient to ensure the reaction proceeded successfully when such groups were present, although in some cases the yield was a little reduced.
Conclusions
Our one-pot protocol is very efficient and stereoselective for the synthesis of a wide range of resveralogues. The utility and applicability of this method is enhanced by its simple work up procedure, rendering it also suitable for use in automated synthesis.
Methods

General
The starting materials and solvent, reagents were obtained commercially and used directly without purification. The NMR spectra of compounds were recorded on Brüker FT-NMR 400Hz spectrometer in CDCl 3 using tetramethylsilane (TMS) as an internal standard. The δ values represent chemical shifts reported in parts per million (ppm) and coupling constant (J) values are in Hz. Assignments correspond to R and R' as per Table 1 , numbering each ring from the carbon closest to the central double bond. 13 C NMR spectra were definitively assigned with reference to HSQC correlation spectra (not presented). ESI-MS and ESI-HRMS were recorded on a Brüker MicroTOF instrument. Melting points were recorded on an Electrothermal melting point apparatus and are uncorrected. Flash chromatography was conducted by using Silica size (100-200 mesh). Thin layer chromatography was performed on TLC Silica Gel 60 F254 (Merck).
Scheme 1 One-pot synthesis of resveralogues
General procedure for synthesis of substituted trans-stilbenes
To a two-necked oven dried round-bottomed flask, the required benzyl bromide (500 mg, 1 equivalent) and triethylphosphite (1 equivalent) were added with N 2 purging. This reaction mixture was heated at 150°C for 4-5 h. The reaction was monitored by thin layer chromatography (eluent 10:90::ethyl acetate: petroleum ether). After completion, the reaction mixture was cooled to room temperature and then diluted tenfold with N,Ndimethylformamide. Base (for procedure A, KOtBu (1.1 equivalents) and for procedure B, NaOMe (1.2 equivalents)) was added and stirred at room temperature for 10 min. Aldehyde (0.8 equivalents) was then added to the reaction mixture which was then stirred at room temperature for a further hour. After this time it was heated to reflux for 12 h. The reaction was cooled to room temperature and quenched by adding ice and a small amount of methanol. The resulting precipitate was then filtered and dried to give the crude stilbene as title product. The crude product was recrystallised from ethanol or ethyl acetate to give fine and pure crystals. 
